Orofacial granulomatosis is a unifying term comprising a variety of clinical conditions involving the face and the oral cavity and histologically characterized by the presence of chronic granulomatous inflammation. Lip swelling and erythema are the most frequent clinical signs. We report on the clinicalpathological features and the management of two cases of orofacial granulomatosis characterized by gingival onset, without other local and systemic manifestations. The diagnosis of orofacial granulomatosis with gingival onset is made by the exclusion of other conditions exhibiting gingival inflammation and/or enlargement. Detailed medical history, haematological investigations and gingival biopsy are fundamental for the definitive diagnosis. Though infrequent, orofacial granulomatosis with gingival involvement should be considered in the differential diagnosis of hyperplastic gingivitis of uncertain origin.
Orofacial granulomatosis (OFG) may be defined as a group of conditions characterized by chronic, non-caseating granulomatous lesions involving the oral mucosa and the perioral tissues, which can also represent the oral manifestation of systemic granulomatous diseases (1) (2) (3) . The clinical presentation of OFG is highly variable: facial swelling, lip swelling, angular cheilitis, vertical lip fissures, oral mucosal ulcerations, mucosal tags, cobblestoned oral mucosa, full-width gingivitis. Sometimes cervical lymph node enlargement can be observed (1) (2) (3) (4) (5) (6) .
OFG mainly occurs in children or adolescents, and can remain localized exclusively to the oral and maxillofacial region, at least for some time, but may be the first clinical sign of a systemic disorder or of advanced systemic disease (1, 3) . Several conditions share with OFG similar clinical and histological features (e.g. Crohn's disease, sarcoidosis, mycobacterial infection, foreign body reaction) and, therefore, the diagnosis might be challenging and only made by exclusion (7) (8) .
We report on two cases of OFG showing unusual primary gingival onset, which preceded other facial and mucosal signs, occurring in 2 white elderly women, and highlight the difficulties of differential diagnosis and therapeutic management.
MATERIALS AND METHODS
The patients were two white women (60 and 65 years old) presenting with chronic enlargement of the maxillary gingiva. A detailed medical history, along with extraoral and intraoral examination were carried out. Panoramic radiography, consecutive periapical radiography, hematological investigations (including erythrocyte sedimentation rate, serum folate, vitamin 8]2' iron and transferrin, 19 A, IgG, IgM, IgE, serum angiotensin converting enzyme, CIINH, chest radiography, Mantoux test, Kveim test, radioallergosorbent test (rast) and patch test were performed, as well as gingival biopsy. The gingival biopsies were performed using a biopsy punch of 3.5 mm of diameter and the surgical specimens were fixed in 10% neutral-buffered formalin for 48 hours and embedded in paraffin. Sections from the paraffin blocks were cut and stained with hematoxylin and eosin (H&E), followed by observation under polarized light, and Ziehl-Neelsen.
RESULTS
Both patients were affected by localized hyperplastic gingivitis of the maxillary attached gingiva (Fig. I) . In case 1 it was associated with folding of the buccal mucosa and lingua plicata (fissured tongue). In case 2 only lingua plicata was associated with gingival enlargement at first clinical presentation, but upper unilateral lip erythema and enlargement developed within 2 months, as did bilateral cervical swelling, confirmed by ecography as being due to lymph node enlargement. All clinicalserological investigations showed no relevant abnormalities with the exception of moderately increased neutrophil count, increased erythrocyte sedimentation rate and rheumatic factor.
In both patients histological examination on H&E stained sections revealed non-caseating granulomatous inflammation (Fig. 2, 3 ), collections of histiocytes in micro-granulomatous structures ( Fig. 4 ) and multinucleated giant cell ( Fig. 5 ) within the superficial lamina propria of the gingiva, intermixed with an intense lymphocytic infiltrate. Ziehl-Neelsen-stained sections were negative for mycobacteria and no bi-rifringent foreign body materials were detected by polarized light microscopy. The histological features were indicative of granulomatous gingivitis with presence of multinucleated giant cells.
In view ofthe results ofthe clinical, hematological and histological investigations, a final diagnosis of OFG presenting as hyperplastic gingivitis was rendered in both cases. Topical therapy was instituted with 0.05% clobetasol ointment in a 1: 1 ratio with orabase, applied twice daily for three weeks using soft plastic gingival trays, and with 2% miconazole gel, applied three times daily for four weeks. In both patients the gingival lesions completely resolved within 4 weeks (Fig. 6 ).
DISCUSSION
The clinical manifestations of orofacial granulomatosis (OFG) can be various. Bilateral or unilateral progressive lip enlargement is usually the first and most frequent clinical sign, followed by other manifestations (4, 9-10). However, gingival involvement only very infrequently precedes other orofacial manifestations. It usually presents as a full-width gingivitis or as a localized gingivitis, in the absence of plaque that is the usual cause of such a reaction.
The diagnosis of granulomatous gingivitis can be challenging for the clinician, the pathologist and the patient. The differential diagnosis includes: Melkersson-Rosenthal syndrome (9-11), Crohn's disease (12) , tuberculosis or leprosy, sarcoidosis (7-8), Wegener's granulomatosis (13) , acquired and hereditary CJNH-related angioedema (14) , hypersensitivity reactions (15) (16) , deep fungal infections, and foreign body reactions.
Complete medical history and physical examination are mandatory to exclude the presence of concomitant systemic involvement by other granulomatous lesions. In this view, red blood cell examination, white cell count and differential, erythrocyte sedimentation rate, levels of serum angiotensin converting enzyme, electrolytes, folate, vitamin B 12 , albumin, iron, transferrin, immunoglobulins, chest radiography, and Mantoux test were included. Gallium scans, bowel biopsy and radiography, RAST and patch tests, may be helpful to rule out concomitant extra-oral or systemic granulomatous inflammation. The final diagnosis usually is achieved following gingival biopsy that shows prominent lymphocyte accumulations in the superficial lamina propria, associated with microgranulomas mainly composed by histiocytes and occasional multinucleated giant cells. The latter show multiple nuclei that usually are dispersed at the periphery of the cytoplasm. Similar morphological features may be encountered in tuberculosis, sarcoidosis, Crohn's disea se and foreign body reaction that can be excluded, based on the lack of acid-alcohol resistant mycobacteria and birefringent foreign particles under polarized light, and in view of the lack of extra-oral (lung , bone , salivary glands and intestine) involvement by the granulomatous inflammation. Adequate diagnosis of OFG is mandatory to reach satisfactory therapeutic results: there is, in fact, a minimal chance that OFG may spontaneously regress (2) and prolonged therapies are often needed. These are based on multi-drug combinations, including corticosteroids and anti-mycotics, even in the absence of evident fungal infections, both because mycosis may not be clinically, culturally or histologically manifest and because they may possibly develop following prolonged corticosteroid therapy. It should be stressed, however, that cases of OFG resistant to prolonged treatments do exist (4, 8) and, in such cases, complete clinico-radiological re-evaluation may be necessary to further exclude gingival involvement by systemic diseases.
